However, there is no clear indication of any specific mechanism by which such an association might be explained.
Another unusual aspect of peptic ulceration, which has been well documented, but is perhaps becoming increasingly important, is the relatively high incidence of duodenal and gastric ulcer patients severely ill from other diseases, notably advanced renal disease and cerebral disease or trauma. The ulcer complicating severe burns is well known as Curling's ulcer, although it was described by Dupuytren (1832) , some 10 years before Curling's account of the association (Curling, 1842) . It has generally been claimed, somewhat loosely, that the 'stress' of severe illness or trauma is responsible for the ulcer. The few gastric secretion observations made in this limited group of patients suggest that disorders other than of acid and pepsin are involved. The evidence on the effectsof adrenocortical hormones is confusing. As far as cerebral damage is concerned it has not been shown that any particular centre or functional disturbance is directly responsible for the ulceration. With improved survival from these advanced disorders it would seemlikely that there will be greater opportunity to study gastro-intestinal function in this selected group of patients.
There is probably much valuable information to be obtained from epidemiological studies. Many curious findings require explanation. Racial differences in incidence of peptic ulcer are sometimes striking, there being occasionally an enormous difference between 2 races living in the same, or immediately neighbouring areas. It is well known that difference in race may imply differences in diet, religious observances, and emotional display, as well as in genetic constitution. These factors are worthy of further study.
The great predominance of male duodenal ulcer patients, apparent only after puberty, and the relative immunity of women during pregnancy to ulcer symptoms are well known factors, the full significance of which is not fully understood.
The role of psychological disturbance in the aetiology of ulcer is likewise unresolved. It is to be hoped that quantitative assessment of psychological factors in relation to other parameters of gastro-intestinal function will soon be possible.
In summary our consideration of unusual aspects of peptic ulcer strongly suggests that there are many factors which can lead to the development of gastro-duodenal ulceration. It may be that many or all of these precipitating factors are finally mediated by a single or a limited number of -pathways, or that there are numerous mechanisms by which ulcers may be formed. If the latter is correct the therapeutic approach is also likely to vary.
PULMONARY ASPERGILLOSIS
Pulmonary aspergillosis has attained increasing recognition in recent years as an important form of respiratory disease. Invasion of the lungs by fungus was, however, probably described for the first time as long ago as 1844 by Bennet in an Edinburgh journal (though there is some doubt as to whether aspergillosis was responsible), and many interesting accounts of infection with aspergillosis appeared in the British and European literature over the next 50 years.
The main form of the fungus which causes disease in human lungs is Aspergillus fumigatus, although other forms-A. niger, Ai flavus and A. nidulans have been identified. Spores of Aspergillus are frequently present in the atmosphere in this country especially between October and February and are recognised laboratory contaminants. Colonisation and invasion of the bronchi and lungs are comparatively rare even in persons working in an atmosphere heavily laden with spores and in whom a high percentage of spores in sputum has been demonstrated (Horejsi et al., 1960) . Saprophytic colonisation may occur in association with many pulmonary diseases-healed tuberculous cavities, bronchiectasis, carcinoma of bronchus, pneumoconiosis, asbestosis, lung abscess, pulmonary infarcts and pneumonia. Invasion has also been reported of the endocardium, cervix uteri and mastoid. Comparatively little is known regarding the factors which contribute to colonisation and invasion. For many years it was thought that occupational factorswork in close contact with grain and flour, agricultural products generally and with birds (especially the so-called pigeon-crammer) were important, but the evidence is not conclusive. Many authors have drawn attention to the possible importance of antibiotic therapy and steroids in altering the microflora of the tissues and inhibiting normal imflammatory responses, but a conclusive relationship has yet to be established and it has to be remembered that many of the patients receiving large doses of corticosteroids suffer from severelydebilitating diseases which themselves apparently predispose to a higher incidence of infection by fungus.
There is no classification of pulmonary aspergillosis which is entirely satisfactory, but it is convenient to divide the manifestations of the disease into 4 groups-intracavitary aspergilloma (mycetoma); bronchial aspergillosis with or without allergic manifestations; acute (primary) bronchopneumonic aspergillosis which is associated with marked pulmonary necrosis; and the disseminating or septicaemic form. The latter 2 forms are, fortunately, extremely rare. The most commonly reported group is that of the aspergillorna or mycetoma, and a further account of this type of pulmonary aspergillosis by Dr Fraser appears on page 318 of this issue of the Scottish Medical Journal. The mycetoma is a mass of mycelium lying free within a pulmonary cavity lined, sometimes incompletely, by a modified epithelium derived presumably from a bronchus or bronchiole. It occurs most frequently in the upper lobes and has a characteristic appearance radiographically of an intracavitary mass separated from the surrounding lung by a crescent of air. Haemoptysis, mild fever and loss of weight are common symptoms but the condition may be asymptomatic. Its occurrence seems to be more frequent now that open-cavity healing Leading Articles in tuberculosis is a common phenomenon and it is not considered essential to resect such cavities. It is very uncommon for an aspergilloma to occur whilst antituberculosis chemotherapy is being administered, for it is rare for a mycetoma to develop within 2 years. Resection of the mycetoma is clearly an appropriate method of treatment and there are many series reported in which surgical treatment has been eminently successful. Recurrent or severe haemoptysis is an important indication for resection. However, it must be remembered that broncho-pleural fistula and infection of the pleura by fungus is a serious complication of surgical treatment. Furthermore it should be borne in mind that mycetomata may remain entirely asymptomatic for many years (Macartney, 1964) and consequently surgical treatment is not necessary in all cases. In many instances, particularly in mycetoma complicating healed tuberculous cavities, surgery is in any case precluded because of poor respiratory function. The fact that aspergillus may complicate healed tuberculous cavities has been advanced as a reason for returning to the former practice of resecting such cavities. The survey recently completed by the British Tuberculosis Association may shed some light on this aspect of the problem. Reference to the use of drugs in management is made below.
Bronchial infection by aspergillus with or without allergic manifestations is admirably reviewed by Campbell and Clayton (1964) . The fungus grows as a sporing mycelium on the surface of the bronchial mucosa but is rarely invasive. Profuse growths of A. fumigatus in sputum cultures are obtained in patients with this form of the disease. Where patients become sensitive to the fungus there is a characteristic clinical pattern of episodes of fever, wheezing associated with transient pulmonary opacities and a peripheral blood eosinophilia. Brownish plugs from which the fungus may be cultured, are often expectorated. Immunological features are of some importance in the different groups. Immediate skin hypersensitivity to prick testing with A. fumigatus extracts is present in virtually all patients with 'allergic aspergillosis' and serum precipitins are invariable in patients with aspergillomas; the precipitins disappear after surgical removal of the mycetoma. Immediate skin hypersensitivity occurs in only about one-fourth of patients with mycetomata and precipitins are present in only two-thirds of patients with the allergic forms of the disease.
Several anti-fungal drugs have been employed in the treatment of this disease but the results have been variable and, on the whole, not very successful. Brilliant green and nystatin by inhalation or bronchial instillation; hydroxystilbamidine by slow intra-venous infusion; and amphotericin B parenterally have all been advocated and met with varying degrees of success. Many authorities consider amphotericin to be the most effective, but unfortunately it is an extremely toxic drug and has to be used with caution especially as it is nephrotoxic. The variation in results reported may be due to the wide variation of strains in respect of their minimum inhibitory concentration to amphotericin. Recently, however, pimaricin, an antibiotic obtained from S. natalensis, has been shown by Edwards and La Touche (1964) to give reasonably good results, the drug being administered as a 2.5 per cent suspension by inhalation. Seven out of 10 patients treated with this drug showed satisfactory clinical and radiographic improvement, this being maintained for 6 months in all but one of them. Further evaluation of this drug is awaited with interest. A programme of clinical papers in the morning at Leicester Royal Infirmary was followed in the afternoon by papers on sientific subjects given by members of the staff of Leicester University in the Department of Engineering, University of Leicester.
NEWS AND COMMENTS
In the evening a Dinner was held in the Percy Gee Building, University of Leicester, with Mr E. R. Frizelle in the Chair. The toast of the College was proposed by the Vice-Chancellor of the University of Leicester, Mr T. A. Fraser Noble, 'and the reply was given by the President of the Royal ColIege of Surgeons of Edinburgh, Professor G. I. Scott.
Finally, it must be borne in mind that the discovery of aspergillus in the sputum is not diagnostic of disease due to this fungus for the aspergillus may be 'contributory' or 'coincidental'; and it may complicate other important conditions such as bronchogenic carcinoma in which recognition and treatment of the primary condition may be of vital importance. On the other hand, negative sputum cultures do not invalidate a diagnosis of aspergilloma as this is often a closed lesion. Careful evaluation of all aspects-clinical, radiographic, bacteriological and imunological-is of the utmost importance in assessing the significance of the isolation of aspergillus from sputum.
